MANY ATTEMPTS have been made to establish the relationship between angiotensin, human hypertension, and experimental hypertension. Three groups have reported the successful demonstration of a pressor material in varying amounts in the blood of patients with benign and malignant hypertension.-3 Boucher, Biron, and Genest2 claim that the material they isolated gave pressor reactions, chemical reactions, and chromatographic and electrophoretic findings similar to those of pure angiotensin. They have also reported the presence of a depressor fraction in blood. The isolation of a relatively small amount of angiotensin in normotensives and the presence of this depressor fraction suggest that the homeostatic regulation of blood pressure involves, in some measure, the antagonistic activity of these components. The depressor material demonstrated in the blood by Boucher et al. is too small, however, to enable comparison with the antipressor material isolated from the kidney by Jablons.4 5 Angiotensin Skin Test The above concept suggested that there might be a varied response in individuals, depending on their relative balance of pressor material (angiotensin) and depressor material (angiotensin "inhibitor"). The availability of pure angiotensin II* made it feasible to explore this possibility.
Twenty normotensive subjects, aged 13 to 80 years, were injected intradermally with 0.1 jtg. of angiotensin II in saline solution. The duration of the persistence of the wheal that was produced by the angiotensin II was noted. The characteristic blanching reported by Wilkins ago was similarly obtained with angiotensin II. When it is injected as indicated above, angiotensin II produces a circumscribed, localized, indurated area of blanching that persists for varying periods of time ( fig.  1 ). A different type of skin reaction is produced by epinephrine ( fig. 2 ), norepinephrine, vasopressin, mephentermine, or aldosterone. Norepinephrine produces an irregular area of blanching with a central ecchymotic area or even necrosis. Such a reaction has never been observed following the use of angiotensin. This material is not open to the objection leveled against natural angiotonin, which has been shown to contain varying amounts of angiotensin I, angiotensin II, other unidentified peptides, and the vasodilator Faietor V of Halvorsen, Fasciolo, Calvo, and Chionetti.7 Repeated tests with synthetic anzgiotensin have yielded reproducible results when injected into the skin of 17 patients. In 22 normotensives, the local blanching and induration resulting from the intradermal injection of 0.1 jug. of angiotensin II persisted for an average of 171/2 minutes (range 5 to 120). In 21 untreated hypertensives, the skin tests persisted for an average of 119 minutes (range 5 to 720) ( fig. 3 ). In a smaller group of treated hypertensives, the persistence of the skin reaction followed a similar pattern. In a subsequent group of hypertensive patients with renal impairment, as indicated by blood urea nitrogen levels of 30 mg. per cent or more, skin tests persisting for periods up to 1,440 minutes were observed.
Angiotensin Skin Tests in Experimentally Induced Angiotensin Hypertension
In studying the blood pressure-raising effect of angiotensin II in normotensives, it appeared of interest to observe the skin reaction to anciotensin II during a control period when 5 per cent dextrose and water was being infused, as compared with a period when the blood pressure was elevated by the 259 Figure 1 NVote the characteristic, (ccumscribed aru(i o7fblanching andI induration produf(ed by intradrmerl i?jius of 0.1 i19. (/o giotcnSif II.
Figure 2
Note the irregidur character of the wheat produced by the intradermatl injection of epinephrine. In center of wu-heat is a punctate, ecchymotic area. Figure 4 Note the difference in persistence of angiotensin skin test no. 1, performed during periodd of control infusion of 5 per cent dextrose and water, and markedly prolonged duration in test no. 2 during the angiotensin 1l-induced hypertensive period. of differentiation between an emotionally induced elevation of blood pressure and one which may go on to an established hypertensive state. The A.S.T. is a more reliable test in the diagnosis of the latent, labile, or prehypertensive state than is the cold pressor test. Angiotensin-induced hypertension induces a prolongation of the A.S.T. as compared with control periods. 
